Hepatitis E virus (HEV) is a major cause of acute hepatitis in many developing countries. HEVis transmitted principally by the fecal-oral route, and water-borne 
Introduction
Hepatitis E virus (HEV)is a major cause of acute hepatitis in many developing countries in Asia, Africa and Latin America wherein hepatitis E is an important public health concern (1). HEV is an unclassified, small, non-enveloped
RNAvirus that is transmitted principally by the fecal-oral Zoonotic spread of HEV has been suggested as human and swine HEV strains are closely related (7, 8, (17) (18) (19) (20) (21) (22) and experimental cross-species infection of swine HEV to nonhuman primates such as a chimpanzee, rhesus monkeys, and cynomolgus macaques and that of human HEV to swine have been demonstrated (17, 20, 23) . Recently, it was reported that swine veterinarians in the United States (24) and other pig handlers in China, Taiwan, and Thailand (7, 25) are at increased risk for HEV infection, suggesting that swine are animal reservoirs of HEV infection.
In Japan, hepatitis E was rarely reported until recently and most of the observed cases of hepatitis E had been regarded as imported cases of hepatitis (26, 27) . Recently, however, a seroepidemiological study revealed that approximately 2-14 % of the general population of Japan are positive for the immunoglobulin G (IgG) class of antibodies against HEV (anti-HEV IgG) (28, 29) . In 2001, a presumably Japanindigenous HEV strain (JRA1) was first isolated from a Japanese patient with acute hepatitis of non-A, non-B, non-C (non-ABC) etiology who had never been abroad (30), and swine HEV strains with high similarity to the JRA1 isolate have been isolated from farm pigs in Japan (31), suggesting circulation of indigenous HEV strains in Japan.
Characteristics of Domestically Infected Hepatitis E in Japan
In our recent study, ll (13%) of 87 Japanese patients who had previously been diagnosed with sporadic acute hepatitis of non-ABC etiology were found to be infected with HEV of genotype III or IV (32). Interestingly, among sporadic acute 
L HE-JA14 ( (30, 32, 36, 37, (39) (40) (41) (42) (43) (44) IV (IVjp) 12 18 87.9-100* * The swJ13-l and HE-JA1 isolates shared nucleotide sequence identity of 100% within the 412-nt ORF2 sequence and their full-length genomic sequences were determined (see Table 3 ). Since the pig livers they ingested were not available for testing, we purchased 363 packages of raw pig livers as food from grocery stores near the residences of our subjects in Hokkaidoand could show that a certain proportion of packaged pig livers as food (1.9% or 7/363) was contaminated with HEV.The incubation period for hepatitis E is considered to be 2 to 9 weeks, and therefore, we would like to speculate that inadequately cooked pig liver contaminated with HEVwas the source of the patients' infection. Our speculation is supported by the evidence that one genotype Further studies are needed to determine whether packaged pig livers as food not only in Hokkaido but also in other areas in Japan contain infectious virus and to investigate whether patients with hepatitis E in areas other than Hokkaido had a history of consuming pig liver as food before the onset ofthe illness. In the interim, however, since the presence of HEV among pig livers for sale as food is suggested, pig livers should be cooked well before ingestion to prevent the occurrence of possible food-borne hepatitis E in Japan.
Conclusions
HEV should be considered as a causative agent of sporadic acute or fulminant hepatitis of non-ABC etiology in Japan, paying special attention to the age, sex and location of residence of the patient. Transfusion-transmitted hepatitis E occurs, although only a single such case has been documented thus far in Hokkaido where hepatitis E is most prevalent in Japan and is more prevalent than hepatitis 
